REMARKS 

Claims 29-32, 60, 61, 99-136, 138-151 will be pending upon entry of this 
amendment. Claim 137 has been canceled without prejudice in response to a restriction 
requirement as it is directed to a non-elected invention. Applicants reserve the right to 
prosecute the subject matter of this claim in a related application. Claims 29, 30, 60, 61, 99, 
105, 107, 108, 109, 110, 113, 114, 128, 129, 131-136 and 138-142 have been amended to 
clarify the claimed invention. New claims 146-151 have been added. 

In particular, claims 29, 30, 60,61, 107, 108, 109, 113, 114, 129 and 131-136 
have been amended that the first nucleic acid hybridizes under high stringency conditions to 
the second nucleic acid, said high stringency conditions comprising pretreatment for 8 hours 
to overnight in a solution containing 6X SSC, 50 mM Tris-HCl (pH 7.5), 1 mM EDTA, 
0.02% PVP, 0.02% Ficoll, 0.02% BSA, and 500 |ig/ml denatured salmon sperm DNA; 
hybridization for 48 hours at 68°C in a solution containing 6X SSC, 50 mM Tris-HCl (pH 
7.5), 1 mM EDTA, 0.02% PVP, 0.02% Ficoll, 0.02% BSA, and 100 ng/ml denatured salmon 
sperm DNA; washing for 1 hour at 37°C in a solution containing 2X SSC, 0.01% PVP, 0.01% 
Ficoll, and 0.01% BSA; and a second washing for 45 minutes at 50°C in a solution containing 
0.1X SSC. Support for this amendment is found in the specification as filed on page 15, lines 
4-20. 

Because claim 29 is directed to an antibody and claims 60 and 61 are directed 
to a composition, claim 99 has been amended and claim 146 has been added to ensure proper 
antecedent basis for claims 99 and 146. Further, claims 99, 105, 110, 128 have been 
amended to reflect that SEQ ID NOS:65-80 are separate sequences (although each a part of 
the complete human Delta sequence). Further, claim 99 has been amended to clarify that, in 
one alternative in the Markush group, all of SEQ ID NOS:65-80 are present in the vertebrate 
Delta protein. Support for this amendment is found, inter alia, in Figure 14. 

Support for newly added claims 147-151 is found in the specification as filed, 
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inter alia, at page 26, lines 17-24; page 78, lines 19-22; and Figure 1 1 . 

No new matter is added by these amendments to the claims. 
^/Applicants note that a Revocation and Power of Attorney, executed on behalf 
of co-assignee Imperial Cancer Research Trust, Ltd. is submitted herewith appointing those 
listed under Customer Number 20583 as their representatives to prosecute the above- 
identified application and transact all business at the U.S. Patent and Trademark Office in 
connection therewith. A Revocation and Power of Attorney executed on behalf of co- 
assignee Yale University is intended to be submitted shortly under separate cover. 

1. Election/Restrictions 

Applicants note that the Examiner states on page 2 of the Office Action that 
Applicants elected Group I with traverse and based that traversal on the grounds that there are 
generic claims. Applicants wish to make clear that no traversal was made, much less on the 
grounds that there are generic claims. Applicants indeed elected Group I, drawn to an 
antibody, composition comprising the antibody, and method of making the antibody, and 
elected the species of SEQ ID NO:65 from SEQ ID NOS:65-80. Applicants note that the 
claims are directed to antibodies to vertebrate Delta proteins and fragments and related 
molecules and compositions, or to methods of making such antibodies. The claims are not 
directed to the particular nucleic acids encoding such proteins and fragments. Thus, as set 
forth in the response filed September 25, 2003, claims 29-32, 60, 61, 100-104, 107-109, 113, 
114, 1 16-118, 121-125, 129-138 and 142-145 are believed to be generic since claims directed 
to the species of (an antibody to) SEQ ID NO: 65 contains all the limitations of a generic 
claim directed to an antibody to a vertebrate Delta protein, as SEQ ID NO:65 is human Delta 
sequence. 

Further, with regard to the Examiner's reasoning that no reading frame is 
specified, Applicants note that the claims require that the hybridizable nucleic acid encodes a 
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vertebrate Delta protein or fragment, which necessarily specifies a reading frame. Thus, 
claims such as claim 29 recite a proper Markush group. 

2. Specification 

The specification has been objected to because of a number of alleged errors 
in the sequence identifiers cited in the specification. Applicants note that in the Preliminary 
Amendment filed on February 15, 2001, the specification was amended to correct the 
sequence identifiers recited therein. Applicants are unaware of any errors in the sequence 
identifiers that were not corrected in the Preliminary Amendment filed February 15, 2001 . 

3. Claim Objections 

Claims 114 and 129 are objected to because of the informality of "is 
comprises". In response, claims 114 and 129 have been amended to delete "is" before 
"comprises", thus obviating the reason for the objection. 

4. Rejections under 35 U.S.C. § 112, Second Paragraph 

Claims 32, 60, 61, 104 and dependent claims 99, 100 and 102 are rejected 
under 35 U.S.C. § 1 12, second paragraph, as indefinite for the various reasons set forth 
below. 

Claim 61 is allegedly indefinite for use of the term "derivative". Applicants 
disagree with the Examiner's allegation; however, in order to advance the prosecution of the 
present application, Applicants have deleted the term "or derivative" from claim 61, thus 
obviating the rejection. 

Claims 32 and 104 are rejected under 35 U.S.C. § 1 12, second paragraph, as 
being indefinite for using the term "molecule". Applicants respectfully disagree and point 
out that the second paragraph of Section 112 requires that the claims set out and circumscribe 

27 

NYJD: 1 5371 14. 1 



the particular area which the patent applicant regards as his/her invention with a reasonable 
degree of precision and particularity. In re Moore, 169 U.S.P.Q. 236 (C.C.P.A. 1971). 
"[Acceptability depends on 'whether one of ordinary skill in the art would understand what 
is claimed ... in light of the specification,' even if experimentation may be needed." Andrew 
Corp. v. Gabriel Electronics, Inc., 6 U.S.P.Q.2d 2010, 2013 (Fed. Cir. 1988) (citing Seattle 
Box Co. v. Industrial Crating & Packing, 221 U.S.P.Q. 568, 574 (Fed. Cir. 1984)), cert, 
denied, 488 U.S. 927 (1988). Moreover, under the applicable case law, Applicants are 
entitled to claim their invention in different ways, a reasonable number of times, provided the 
invention is not obscured by undue multiplicity. See, In re Barnett, 69 U.S.P.Q. 609 
(C.C.P.A. 1946). Applicants respectfully submit that the term "molecule" in claims 32 and 
104 fully meets the requirements of Section 112, second paragraph. 

Applicants submit that the term "molecule" is well known in the art and that 
one skilled in the art can clearly understand what is covered by this claim in light of the 
specification. A "molecule" is intended to encompass a chemical structure that is not limited, 
for example, to antibodies. Thus, for example, claim 32 encompasses situations where a 
fragment of a monoclonal antibody to a vertebrate Delta protein is covalently (e.g., cross- 
linked) or noncovalently bound to a non-protein moiety. 

According to the Examiner, the term molecule not a common phrase in the art 
and no clarification could be found in the specification. Applicants again disagree with the 
Examiner and point out that it is well settled law that when a term is not defined in the 
specification, the term is to be given its ordinary meaning, which ordinary meaning can be 
found in a dictionary. 

Absent ... a definition [in the patent] or evidence that the 
claim limitation as a whole has a special meaning to one of skill in the art, we 
see no error in the district court's use of dictionary definitions to ascertain the 
ordinary meaning of the relevant claim limitation. Quantum Corp. v. Rodime, 
Pic. 65 F.3d 1577, 1581, 36 U.S.P.Q.2d 1 162, 1166 (Fed. Cir. 1995). 

Accordingly, Applicants submit herewith, as Exhibit A, page 1455 of 
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Webster's Third New International Dictionary of the English Language, G. & C. Merriam 

Co., pub., 1981 ("Webster's"), which recites the ordinary meaning of "molecule". 

According to Webster's, a molecule is defined as: 

la: a unit of matter that is the smallest particle of an element or 
chemical combination of atoms (as a compound) capable of retaining 
chemical identity with the substance in mass . . . 

The term molecule certainly has an art-accepted meaning that is clearly 
understood by those of skill in the art such that the skilled artisan can clearly interpret the 
meaning of a claim containing the term "molecule". Accordingly, Applicants respectfully 
request withdrawal of this Section 112 rejection. 

Claims 60 and 61 are rejected under 35 U.S.C. § 1 12, second paragraph, as 
allegedly being indefinite for reciting "an amount" of an antibody or fragment. In response, 
Applicants have amended claims 60 and 61 to delete "an amount of which obviates the 
rejection. 

In view of the foregoing amendments and arguments, Applicants respectfully 
submit that the rejections under 35 U.S.C. § 1 12, second paragraph, have been obviated or 
overcome. Therefore, Applicants respectfully request their withdrawal. 

5. Rejections under 35 U.S.C, § 103(a) 

A. Claims 109, 110, 113, 114, 116-118, 121-126, 128-136, 138, 139 and 142- 
145 are rejected under 35 U.S.C. § 103(a) as allegedly obvious over Lindsell et al., 1995, Cell 
80(6):909-917 ("Lindsell") or Henrique et al., 1995, Nature 375:736-737 ("Henrique") in 
view of U.S. Patent No. 5,648,464 ("the '464 patent"). According to the Examiner, "[i]t 
would have been obvious to one of ordinary skill in the art at the time the invention was made 
to use the methods of U.S. Patent No. 5,648,464 to make antibodies, including purified 
antibodies for use in assays, to the Jagged ligand taught by Lindsell et al." Applicants 
respectfully disagree. 
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Preliminarily, Applicants note that the claims have been amended to recite that 
the first nucleic acid which encodes a vertebrate Delta protein hybridizes under high 
stringency conditions to the second nucleic acid, said high stringency conditions comprising 
pretreatment for 8 hours to overnight in a solution containing 6X SSC, 50 mM Tris-HCl (pH 
7.5), 1 mM EDTA, 0.02% PVP, 0.02% Ficoll, 0.02% BSA, and 500 |ig/ml denatured salmon 
sperm DNA; hybridization for 48 hours at 68°C in a solution containing 6X SSC, 50 mM 
Tris-HCl (pH 7.5), 1 mM EDTA, 0.02% PVP, 0.02% Ficoll, 0.02% BSA, and 100 jig/ml 
denatured salmon sperm DNA; washing for 1 hour at 37°C in a solution containing 2X SSC, 
0.01% PVP, 0.01% Ficoll, and 0.01% BSA; and a second washing for 45 minutes at 50°C in a 
solution containing 0.1X SSC. 

Further, Applicants respectfully point out that Henrique is not prior art since it 
is not a publication by another and was published less than one year before the effective filing 
date of the claimed invention. The present application is a divisional of U.S. Application No. 
08/981,392 filed April 7, 1998, now U.S. Patent No. 6,262,025, which is a national stage 
application under 35 U.S.C. § 371 of International Application No. PCT/US96/1 1 178 filed 
June 28, 1996, which claims priority to U.S. Provisional Application No. 60/000,589 filed 
June 28, 1995. The volume in which Henrique appears is dated June 29, 1995. Thus, even 
assuming arguendo that the claims were not supported under 35 U.S.C. § 1 12 in the 
provisional application (which is not conceded to be the case), Henrique is not a publication 
of another, since Henrique is not prior art under Section 102(a) for reasons described below. 

35 U.S.C. § 102(a) requires that 

the invention was known or used by others in this country, or 
patented or described in a printed publication in this or a foreign country, 
before the invention thereof by the applicant for patent [.] 

Henrique is co-authored by co-inventors Domingos M.P. Henrique, Julian H. 
Lewis and David Ish-Horowicz, and others, and was published on June 29, 1995, which is 
prior to the provisional application filing date and within one year of the filing date of the 
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International application, which is the latest effective filing date of the present application, 
i.e., June 28, 1996. Thus, regardless whether the claimed invention is supported in the 
provisional application or in the International application, Applicants therefore contend that 
Henrique is not available as prior art for any purpose under 35 U.S.C. § 102 or § 103. To 
support this contention, Applicants provide the accompanying Declaration of Drs. Domingos 
M.P. Henrique, Julian H. Lewis, David Ish-Horowicz, Spyridon Artavanis-Tsakonas, and 
Grace E. Gray Under 37 C.F.R. § 1 .132 ("Declaration") as evidence that Henrique is the 
inventors' own publication, which occurred less than one year prior to the filing date of the 
International application. In re Katz, 687 F.2d 450, 215 U.S.P.Q. 14 (C.C.P.A. 1982). In 
view of the facts set forth in the Declaration by the inventors, Applicants submit that 
Henrique cannot be used in this or any other rejection under 35 U.S.C. § 102(a) or § 103(a). 

Lindsell discloses rat Jagged nucleotide and amino acid sequences, but does 
not teach or suggest antibodies to rat Jagged, much less antibodies to a vertebrate Delta 
protein or methods for making antibodies to a vertebrate Delta protein. Applicants note that 
Jagged is not a vertebrate Delta protein and that nucleic acids encoding Jagged would not be 
expected to hybridize under high stringency conditions to nucleic acids encoding vertebrate 
Delta. According to Lindsell on page 910, left column, Jagged is a ligand for rat Notch and is 
closely related to Serrate 1 , which is distinct from vertebrate Delta. The '464 patent discloses 
nucleotide and amino acid sequences of human Notch and Drosophila Delta, as well as 
methods for making antibodies thereto. The '464 patent does not disclose or suggest any 
vertebrate Delta nucleotide or amino acid sequences or sequences that would hybridize 
thereto under high stringency conditions. 

For a rejection under Section 103(a) for obviousness to be upheld, the prior art 
must have suggested to those of ordinary skill in the art that they should make the claimed 

1 See, also, Henrique at page 790, left column, which states that Jagged is a Serrate-related gene that appears to 
be the rat homologue of the chick Serrate gene. 
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composition or device or use the claimed method, as the case may be; and the prior art must 
have revealed that in so doing, those of ordinary skill would have had a reasonable 
expectation of success. In re Vaeck, 947 F.2d 488, 493 (Fed. Cir. 1991); In re Dow Chemical 
Co., 837 F.2d 469, 473 (Fed. Cir. 1988). There is nothing in the cited references, alone or in 
combination, that suggests to one skilled in the art the claimed methods for making 
antibodies that bind to a vertebrate Delta protein, nor do the cited references provide a 
reasonable expectation of success in obtaining such antibodies. The disclosure of rat Jagged 
sequences and a method for antibody production simply does not provide a suggestion of an 
antibody to a vertebrate Delta protein. Additionally, there is no reasonable expectation of 
success in obtaining an antibody that binds to a vertebrate Delta protein, since the skilled 
artisan would not reasonably expect to generate antibodies to a vertebrate Delta protein using 
a Jagged protein. 

With respect to the Examiner's speculation that antibodies against the Jagged 
protein of Lindsell could be reactive with SEQ ID NO:65 (human Delta sequence), 
Applicants respectfully submit that the Examiner is improperly using an inherency analysis. 
First, Applicants point out that the Examiner has not provided any evidence or reasonable 
basis for the Examiner's speculative assertion. Further, to the extent that the Examiner is 
arguing that antibodies to Jagged would inherently bind to (crossreact with) SEQ ID NO:65, 
the basis for the rejection is improper. Applicants point out that such crossreactivity is not an 
"inherent" property of anti-Jagged antibodies since the skilled artisan would not have 
appreciated or recognized that antibodies that crossreact with vertebrate Delta could have 
been obtained using Jagged sequences. Inherency is immaterial in an obviousness analysis if 
the record establishes that one of ordinary skill would not appreciate the inherent feature. In 
re Shetty, 566 F.2d 81, 195 U.S.P.Q. 753 (C.C.P.A. 1977). As stated by the CCPA in In re 
Spormann, "[t]hat which may be inherent is not necessarily known. Obviousness cannot be 
predicated on what is unknown." In re Spormann, 363 F.2d 444, 448, 150 U.S.P.Q. 449, 452 
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(C.C.P.A. 1966); see also W.L. Gore & Assocs. f Inc. v. Oarlock, Inc., 721 F.2d 1540, 1555, 
220 U.S.P.Q. 303, 314-15 (Fed. Cir. 1983), cert denied, 469 U.S. 851 (1984). 

Further, Applicants point out that even assuming arguendo that inherency 
were applicable (which it is not), the references cited by the Examiner fail to give rise to a 
case of inherent anticipation since inherency requires that all the elements of the claim must 
necessarily, inevitably, and always result from the prior art disclosure and would be so 
recognized by one of ordinary skill in the art; mere possibilities or probabilities are not 
sufficient. See Continental Can Co. USA v. Monsanto Co., 948 F.2d 1264, 1269, 20 
U.S.P.Q.2d 1746, 1749 (Fed. Cir. 1991); W.L. Gore & Assocs., Inc. v. Garlock, Inc., 721 F.2d 
1540, 1553-54, 220 U.S.P.Q. 303, 313-14 (Fed. Cir. 1983), cert, denied, 469 U.S. 851 (1984); 
In re Oelrich, 666 F.2d 578, 581, 212 U.S.P.Q. 323, 325-26 (C.C.P.A. 1981). The Examiner 
has presented no evidence that using the Jagged protein disclosed by Lindsell (or the proteins 
disclosed in the '464 patent) as an immunogen would necessarily, inevitably, and always 
result in an antibody that crossreacts with a vertebrate Delta protein. The Examiner's 
speculation that antibodies that crossreact with vertebrate Delta may result by using the 
Jagged protein taught by Lindsell is not legally sufficient to establish inherent anticipation, 
much less obviousness. 

With regard to the Examiner's unsupported allegation that the chick and rat 
sequences would be identified by low stringency hybridization to the vertebrate Delta 
sequences of the invention, Applicants note that the claims now specify that the hybridization 
conditions are of high stringency. It is believed that the rat Jagged sequence does not 
hybridize to the Delta sequences recited in the claims under such high stringency conditions. 
The chick sequences of Henrique are not prior art, as discussed above. Further, Applicants 
point out that even assuming arguendo that the allegation were correct, such does not provide 
a proper basis for the Examiner's rejection. The claims specify methods for making an 
antibody to a vertebrate Delta protein. As discussed above, the proteins of Lindsell or the 
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'464 patent are not vertebrate Delta proteins. 

Thus, the Examiner's rejection is erroneous and Applicants respectfully 
request its withdrawal. 

B. Claims 29-32, 60 5 61, 99-105, 107 and 108 are rejected under 35 U.S.C. 
§ 103(a) as allegedly obvious over Henrique et al. ? 1995, Nature 375:736-737 ("Henrique"), 
in view of International Patent Publication WO 92/19734 ("International Publication"). 

As discussed above, Henrique cannot be used as a prior art reference since it is 
not art under 35 U.S.C. § 102. The International Publication, which claims priority to the 
application which matured as U.S. Patent No. 5,648,464 discussed above, discloses human 
Notch, and Drosophila Delta and Drosophila Serrate sequences as well as methods for 
producing antibodies to such sequences. The International Publication does not teach 
vertebrate Delta sequences, much less antibodies to such sequences, and, thus, the 
International Publication does not render obvious claims directed to vertebrate Delta 
antibodies and does not provide a reasonable expectation of success in obtaining vertebrate 
Delta sequences based on its disclosure of Drosophila Delta sequences. Cf., In re Deuel \ 34 
U.S.P.Q.2d 1210 (Fed. Cir. 1995). 

For a rejection of claimed subject matter as obvious in view of a combination 
of prior art references to be upheld, (1) the prior art must have suggested to those of ordinary 
skill in the art that they should make the claimed composition or device or use the claimed 
method, as the case may be; and (2) the prior art must have revealed that in so doing, those of 
ordinary skill would have had a reasonable expectation of success. In re Vaeck, 20 
U.S.P.Q.2d 1438, 1442 (Fed. Cir. 1991); In re O'Farrell, 7 U.S.P.Q.2d 1673 (Fed. Cir. 
1988); In re Dow Chemical Co., 5 U.S.P.Q.2d 1529, 1531 (Fed. Cir. 1988). The International 
Publication does not suggest the claimed antibodies to vertebrate Delta proteins, much less 
provide a reasonable expectation of success in obtaining the antibodies since the International 
Publication does not suggest vertebrate Delta sequences. 
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In view of the foregoing discussion, Applicants submit that this Section 103 
rejection has been overcome and respectfully request its withdrawal. 



CONCLUSION 

Applicants respectfully request that the abbve-made remarks of the present 
response be entered and made of record in the file history present application. 

Applicants request that the Examiner call Adriane M. Antler at (212) 326- 
3630 if any questions or issues remain. 

Respectfully submitted, 

Date: September 9, 2004 fafkJUtoJL Osj A^A (kf 32,605 

Adriane M. Antler (Reg. No.) 



'William Thfomann 



By: JLf\ilL, MU^,^ 40,203 

(Reg. No.) 

JONES DAY 

222 East 41 st Street 
New York, New York 10017-6702 
(212) 901-9028 



Enclosures 
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mole 



esp : oram molecule (a ~ of any substance contains uie 
same number of molecules — Partington Daniels A R.A Al- 
berty) 

•mo>ie \'m5f L )la\ n, usu cap : mossi 

9mo*le \'mole\ n -s [MexSp, fr. Nahuatl mulU. molll sauce. 

stew] : a highly spiced sauce made principally of chile and 

chocolate but containing numerous other ingredients and 

served with meat (as beer or turkey) 
molecast V*.A « \ % mole + casti : molehill 
mole catcher n : one that catches moles; specif : brown kino 

snake 

mole crab n ; bait buo 

mole cricket n : an insect of the widespread family Gryllo- 
talpidae (order Orthoptera) having large fossorial front legs 
adapted for digging in moist soil and feeding largely on the 
roots of plants 

mo-lec-u-la \myieky3b\ n, pi molecu.lae \-ya.ie\ [nl — 

more at molecule] archaic : MOLECULE 
mo-lec*n*lar \m3'lekyala(r)\ ad} [ISV molecule + -art 1 : re- 
lating to, connected with, produced by, or consisting of 
molecules : molar, molal <~ structure) (~ rearrangement) 
(~ oxygen) 2 I consisting of two or more atomic statements 
related by logical connectives <~ proposition) — see 'atomic 4 
3 : relating to or emphasizing individual responses or 
structures of behavior (proceed by more and more detailed 
analysis to the — facts of perception — G .A.Miller) — op- 
posed to molar — mo*lec-tt>l&r>ly adv 

molecular beam n : a stream of molecules that escape at 
ihermal speeds from a heated enclosure, that are controlled by 
slits so as to move in nearly parallel paths, and that are used in 
determining the electric and magnetic properties of atoms, 
atomic nuclei, and molecules 

molecular biology n : a branch of biology dealing with the 
ultimate physicochemical organization of living matter 

molecular compound n : a compound regarded as a union of 
molecules retaining their identities (as in boron trifluoride* 
ethyl ether BFi.(CzH s ) 2 0) — called also addition compound: 
compare double salt 2 

molecular distillation n : distillation that is carried out under 
a high vacuum in an apparatus so designed as to permit mole- 
cules escaping from the warm liquid to reach the cooled sur- 
face of the condenser before colliding with other molecules and 
consequently returning to the liquid and that is used in the 
purification of substances of low volatility (as in the separa- 
tion of vitamin A and vitamin E from fish-liver oils) 
molecular film n i a monomolecular film or layer : monolayer 
molecular formula n : a chemical formula based on both 
analysis and molecular weight (C 2 H 4 O a and C«H 12 0« are the 
molecular formulas of acetic acid and glucose respectively or 
twice and six times the empirical formulas respectively) — 
compare structural formula 
molecular heat n : the heat capacity per gram molecule of 
any pure substance : the specific heat in calories per deRree 
per gram multiplied by the molecular weight — com Dare 
atomic heat *^ 
rno>lec>u>lar>i*ty \ma,leky3'larad.e also -'ler-\ n -es • the 
quality, state, or degree of being molecular; esp : the number of 
molecules or atoms involved in a chemical reaction (there is no 
necessary correlation between the ~ and the order — Farrinn- 
ton Daniels & R.A.AIberty) * 
molecular layer n 1 : the outer layer of the cortex of the 
cerebellum and cerebrum consisting of a mass of unmedullated 
fibers rich in synapses 2 : either of the two plexiform layers of 
the retina 

molecular model n : a scale model showing the arrangement of 
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mole Shrew n 1 a : an American short-tailed shrew of the 
genus Blarina b : any of several shrews of the genus Anouro 
spre* that resemble moles, have the ears and eyes greatly re 
duced, have slate-colored glossy fur, and live in the high 
mountains of Burma, China, and Siam 2 : shrew mole 
moleskin \'*,-\ n 1 : >mole Id 2 a : a heavy durable cotton 
fabric made in satin weave for industrial, medical, and cloth- 
ing uses and usu. with a smooth twilled surface on one side and 
a short thick velvety nap on the other b : a garment (as 
trousers) made of moleskin — usu. used in pi. (got on their 
boots and — s — Mary S. Broome) 3 : 'mole 4a 
mole snake n 1 : a valuable colubrid snake (Pseudaspis carta) 
that is common in South and East Africa and feeds on rats and 
mice 2 : brown kino snake 
1 mo. lest \ma'lest\ vl -ed/-ing/-s [ME molester fr. MF 
molester, fr. L moles tare, fr. molestus burdensome, annoying, 
irreg. fr. moles mass — more at mole (structure)] 1 obs 
a : inconvenience, harass, plaoue <the heats of summer are 
... incapable of ~~ing you —Joseph Addison) b : to affect 
injuriously : afflict (they were generally with . . . sciatica 
— bir Thomas Browne) 2 a : annoy, persecute, disturb 
torment {painted in a loft, drawing up the ladder after him 
that he might not be ~cd by his family —Laurence Binyon) 
< leaders . . . should not be ~ed in any way nor should their 
party be outlawed —Sidney Hook); specij : raid (traders 
turn to r^ing the Spanish borderlands — R.A.Billington) 
D . to meddle or interfere with unjustifiably often as a result of 
abnormal sexual motivation (charges of being drunk and ~lna 
a woman —Frank Yerby) (~//ig small boys in the washroom 
of a moving picture house — Wenzell Brown) 

JJS'.Su \ * " ? [ME ' fr " MF irreg. fr. L molestla 
trouble, fr. molestus + -to -yl : molestation (within his 
walls, secure from alt ~ — W.J. Linton) 
mo.les.ta.tipn \,mo,le*stash 3 n, n -s [ME molestacioun, 
■r. Mr molestation, fr. LL molestation-, moles tatlo. fr L 
molestatus (past part, of molestare) + -/on-, -/o -ion] 1 a ar- 
chaic : a cause or state of harassment : vexation (all the ~s 
of marriage are abundantly recompensed with other comforts 
— 1 nomas Fuller) b : an act or instance of molesting : an- 
noyance, obstruction (liberty to . . . worship without 

William Sewel) (seas upon which our ships and planes can 

travel without U.S\Code> 2 a Scots law : interference 

with or troubling another in his possession of land b : willful 
injury inflicted upon another by interference with his user of 
rignts as to person, character, social position, or property 
m °-!e 3 J-?' Wi«ta(r)\ « -s : one that molests * 
mo.iest-iui VtfalV adj, archaic : troublesome, annoyino (~ 

battle with carnal vices —Thomas Wright) 
molet var oj mullet 

mo.le.ta \ma'lad.A n -s [Pg moleta, muleta, fr. muleta crutch, 
fr. Sp — more at muleta] : a 
short-masted Portuguese fish- 
ing boat having a large lateen 
sail, two outriggers and a 
bowsprit that carry up to six 
sails, and an outrigger at the 
stern with two triangular 
sails 

mole* warp \'mol,wdrp\ var 
oj moldwarp 
mol.ge Vmolje\ [NL. fr. O 
molch salamander, fr. OHG 
mot, molm, molt; akin to OS & MLG 
perh - * 
mol 



C 



inol.ll.ii.ca.tlon Vmalafa'kashanX 



moloch 

n -s [ME mollijicactoun. 



fr. MF mollification. U MLmotlljlc^ 
molhjtcatus (past part, of mollijtcare to soften) + -to", -fo -ion 
r more - at mollify] 1 : an act or instance of te m«ri» 



APPEASEMENT 



instance of tempering 
the quality or state of 



is itself a prime 



AMELIORATION, 

being mollified 
molliiier n -s : one that mollifies (vinegar 
corrector and Thomas Fuller* 

T Mf L^/W m - ED tt°/-« {ME motlejien. molttjien: 
ti molh/ier, fr LL molttjicare, fr. L mollis soft + -jtcare 
.1ST more at MELT] v/ 1 : to ">othe in temper or disposition 
»S«Srt7* PAqtFy < m .o/HJi'd by her flattery) (shouW navS 
mothjied their artistic critics —Hunter Mead) (eager to ~ his 
own . . . nationalists —Claire Sterling) 2 : to reduce the 

S23w?h na £ dlty °IL. S 5 FTEN < sh a v i*8 cream mouses the 
beard) (they have riddled and motlijied the rocks —D C 

-RiIn^ P F "2P c "?hions with bright covers ~ the lounges 
w!f " 5 aU8han> 3 a ! to rcduce in intensity or vio- 

SSSi\ S /.1f S, £lfc E ' .^meliorate (their solicitude moftijies his 
pique) (the behavior was not only motlijied but improvement 
b°- n Srm?irJ° rccovcr y -leases oj ihe Nerves s's™m> 
hii a^eable : temper (prevailed on him to - 

fhl l™« ds> r <nor - C ?J the 500,31 necessity for the product ~ 
the process —Lewis Mumford) — W, archaic 1 to become less 
angry or obstinate : soften, relent (the father m^/J/T, and 



«S , «J € S°£f , 5 ed to lh « marriage -fxomtoer) syn m^pac^y 
SSi'fi'S^'A a & : in a moiUfying mahne? CIFY 
mol.U.gTant Vmaii,grant\ n -s [origin unknown] Set 

wailing lamentation : complaint J 
mol-lls.i.a.ce.ae Nma.lise'ase.eX n pi [NL fr. Afollista 
genus (irreg. fr. L mollis soft V NL -to) + 'aceael " a UZSZ 
?LJh^ ^° rder H S lo J ia . les hav ing tne hymc^im of thJ 

m0 LE^ORtH\ m3 ' IiSe ' 5SX " ' S CNL MomsU > + E 
mol. 11. sol \'mau.sai\ n -s [L mollis soft 



type 

he 
run of 

-osej 






two molecular modeb of benzene, in which 
carbon atoms are represented by dark balls 
and quasi tetrahedrons, and hydrogen atoms 
by light balb and half spheres 

m«°™i». a I" oIccuIc <as of an organic compound) 
molecular pump n : a vacuum 
action on the adhesion 



moleta 

.. j,— mo1 salamander, and 

to Arm moliz lizard] syn oj triturus 
■gU.la \'malgyab\ n.cap [NL, fr. Gk molgos hide, skin + 
NL ~uta; perh. akin to OHG malaha leather bag, ON malr 
bag] . a cosmopolitan genus (the type of the family Molguli- 
dae) of almost spherical ascidians with long siphons and a thin 
somewhat transparent tunic — mol* gu. lid \-lid\ adl or n 

MS;id2e X ' m51 ^ ° dJ £NL Moada *** of or "laUng to the 
arnoUd \"\ ji -s : a fish of the family Molidae 

Si" 1 ! 1 ? 0 V ma - 3,de ,\ n pl ca P E . NL - fr * Mola ' *yp« ^nus + 
-Waff] . a family of large pelagic marine fishes fcrder Plec- 
tognathi) that .have very large Tieads, short compact bodies, 
and teeth fused to form a beak and that lack a dorsal fin — see 

MOL. A i 

mo.li.men \inVlIman\ n, pi mo-llm.l.na N-limanaX [NL. fr 
* exertion, fr. moliri to struggle, fr. motes mass, burden — 
more at mole (structure)] : discomfort or sensations of 
tension preceding or accompanying menstruation 



a;,,™-.,^ u * L ch , iel ? y . tr op»cal American herbs (fa mil v 
sU car^eed 1 " 8 Cd ICaVM and ^ dicellate nower?- 

mol.lus.ca \m3*laska\ n pi, cap [NL fr L. neui nl «f 
ntolluscus soft. fr. mollis - P m ore at mb£t 1 : a Ur£ phylSm of 
invertebrate animab that include the chitons, to&h shelb. 

"S^SS, ^ d oth «,Hvalves, octopusei. and rela/3 
[°;^i, a " d tha « have a soft unsegmented body lacking seg- 
mented appendages and commonly protected by a calcareois 
shell secreted by a . mantle which extends from Ve body wall 
usu. as an enveloping fold; a muscular foot which b forced 
from part of the ventral surface of the body and is variouriv 
i5S£ hed H for crc f Din 8- digging, or swimmingf a wel"dev3o^d 
J ^oL a . I ?« VaSCUlar SyStCm and ? su ' one or more pairs of SnV 
a complex nervous system with several pairs of ganglia lid 
longitudinal and transverse commissures; and frequently niore 
or Tess complex eyes and otocysts — compare AMPHiN E 7n?r 

nSfini^**! 0/ 27 K ,°. POD 'i: ^mellibranchia, sSI^oroDA 
moMus-can also moMus.iran \-kan\ adj [NL Mollusca + 
E : a ?l • °J °J relating to the Mollusca **ouusco + 



Tik? < ^rff-'Sf'J.^^^^^^ aho niol.lus.ca.d.dai 
mV? ft J JJ*1\ rd ^, tin S V- or bein « a molluscicide (^ action) 
mol.ius.ci.cide \maMMQc) 3| srd\ or moMus-ca-clde \-sk»-< 

s ImotluscicUe fr. NL Mollusca + E -i- + -clde;molfusl 
Mollusca + E -cide} : an agent for destroying 



n 

cacide fr. NL 
mo Husks (as snails) 
inol.lus.clv.o.rous \:mai 3 :s(k)iv( 3 ) rM \ arfy£NL Mollusca + 
vor S" s } : feeing upon mollusks a ^ 

imol.lits.cold \myia,skdid\ also moMns-coLoal \Imaia- 

'ial fr. 
Mol- 



^o)l ^ L"W N LMoiluscotde^a^ 
Ub^l"*™ 14 " ^ : of - Uke * w ""elating to the Mot 



luscoidea 

naolluscold \"V n -s : one of the Molluscoidea 
mol.lus.coi.da \,mai3*sk6idA 



Mollusca + -oidaj 



. , [NL, fr. 

syn of molluscoidea 

%J£ m »i£ la j S t ications :a P h / Iu m of in vertebra t7 animab 
fncluXfSl h Z£^™„<L i°P h .^ ho » typicall? 



molimen + E -ous} obs I cum- 



pump that depends for its 
... of the gas or vapor molecules to a 

"Pried away " 8 mC * aI ^ ° T Cylindcr *> y which U«y are 
molecular rotation n : a value obtained by multiplying the 
specific rotation by the molecular weight P y 8 

^hirSS? S !?I e " : a erystalline substance (as a zeolite) that b 
SteTSS^JiL*?™. 0 ^ 1 *^ dimensions and uniform 
that bvTt? fl h?m^ n ?. t0 d u nvc °. ff tn . e wat e<- of hydration and 
can £7.15 i 1,ty t£> ad sorb small molecules but not large ones 
on"** 25?, Ml pa L'ffl.(!!».«!' or hquidsf based 



differences in sizes of molecules or as a carrier (as of 



accelerators in rubber vulcanization) 

tSncdfi^iltLZ Ix ^y.Po.wdery active form of silver ob- 
lainea oy reducing silver chloride with zinc 

TiSn's^SS^" 1 3 SpCCtrum "dUtion due to electron 
transitions and other quantum energy changes within mole- 
characteristic spectrum bands 



moliminous adj [L molimin 

bersome, weighty 
moM-nary \'maU,nerS. 'mol-X adj [LL mollna mill + E -ary 

grincSn* 8 MILL ' : ° or rcIatin 8 *° « mill or the process of 

tne « X ' m ^, in ; m pl lln \ Hr. (assumed) AF molini, fr. 
OF molin mill, fr. LL molinum — more at mill] oj a cross 
. having the end of each arm forked and recurved — compare 

^« ^1 C ^°^ MOLINE, FOURCHEE, PATY. RECERCEL^E; See 

Cross illustration 
molinet n -s [F moullnet, fr. MF moltnet, dim. of molin mill] 
i obs . a stick for whipping chocolate 2 obs : a small grinding 

moling ores part oj mole 
mo.lin.ia ymo'lineaX n, 



possession of a lophophore and 
including "ie present groups Brachiopoda, Bryozoa' ^Ento 
^ ta ^ and Phoronid ea -mol.lus.cofde.an \f..;skoide5nA 
\m3 a Uskas\ adj [NL Mollusca + 



adj or n 

i mol* lus* cons 

: mollusca n 
'molluscous \"\ adj [NL molluscum 



E -ouj] 
+ E -ous} : of, relating 



fr. Juan Ignacio Molina 
/a] : a small genus of 



wli^^nS ^^steclruS o, 

Hne lines W hlgh d "Persion to be made up of very 



molecular still n 

distillation 



an apparatus for carrying out a molecular 



m°ole?uIaf Sfcl ih?^^"* 0l ? tained b ^ dividin « thc 
volume gllt by the specific gravity — compare atomic 

"SKiSS « 6 !ff \ " 1 t ? c u we ight of a molecule that may be 
atoms SUm ° f the atoraic wci 8hts of its consUtuent 

unit STnaVthTh^ ■ ~ mo . re at MOLE (structure)] lata 
?hem?cal combina^ «n if* f" 13 "^ 1 particIe of an cIcme nt or 
retaining S2S.v,i% n °- f at ° m ^ ( as a compound) capable of 
efemenn 8 (z! helL^A V w,th 'V substance in mas? (a few 
viruses ari on? iin^ a ," d - ne on) .have monatomic ~i) (the 
oadm's l*w^ r nlnlvi &aat ^ — Luiuj PauUng) - see avo- 

Henrv M.'n* r \ , v ,Y tone ... is a «■* of music — 

nolSd^/^^r ° f P ° Ilt,cal honesty - Tim <> 

mofe^and 2S'*eU tSr I"*"* 0 ™* channel made by a 
or les? uniform slone P * ° T drmnin « heav y 'arm soib of more 



tl829, Chilean naturalist*^ ^NL 

Eurasian grasses having narrow flat ieaves,~slender panicles! 
and awnless glumes — sec MOOR grass 2 

fr. Luis Molina f\ 600 Span. Jesuit and theologian + Sp -ismo 
u ™ J - a doctrine that it is man's free cooperation which makes 
it possible for him to perform a good act with God's helnina 
-K™" — compare conoruism, thomism 

^molinlsm \ \n-s usu cap [Sp molinismo, fr. Miguel de 
Mohnos toil 697 Span, pnest and mystic + Sp -tsmo -bm] 

Imo.U.nist \-.nist\ n -s usu cap [Sp molmista, fr. Lub 
Molina tl600 + So -ista -bt] : an advocate or follower of the 
doctrine of Luis Molina 

amoltnist \"\ n -s usu cap [Sp molinista, fr. Miguel de Molinos 

Mii P el" de MoL'or ** VOC * Xtt OT followcr of the auictis( n of 

m ?r*.£ ^C* 10 " X'moIishA or molisch test n, usu cap M 
[after Hans Molisch f!937 Ger. botanist] : a test for caFbo: 
2£ d K f L" whlC 2 1 £ "dd" 11 viole t color is formed by reaction 
witn alpha-naphthol in the presence of concentrated sulfuric 

,tt l 0 *? Y, m _^\,?* 1.°' fr . ML (*) ™lte b flat; fr. b + L molle. 



J«i tai 1 ™« 8 ^ C P r ope rt »es of a molluscum 
mol- 1 us. cum Nm^'laskamX n, pi mollus-ca \-k»\ rNL fr l 
molluscum a fungus, fr. neut. of molluscus sott — moll' at 

»X L v U SiL\ any °' sevcral skin diseas « ™»"ked b? soft 
P^.'Py "odules — see molluscum contaoiosum 

??Sl a i ? 0 ' Sa >'" XlEl l I v ut -contagious molluscum] :£lnild 
chronic viral disease of the skin characterized by the7ormaUon 

SfmbUng c n u°rd " ^ * CCntT * 1 ° PCning and ^nte'nuT 
mol.lusK or mol. 1 QSC \'mal«k\ n -s [F mollusaue fr NL 

Mollusca j : one of the Mollusca : shellfish 
mou>wei*ae projection Vmdl vida-\ » urM T *. 

. an equal-area map projection capable of showing the entire 
surface of the earth in the form of an ellipse wUh \LJal eb 

35 ■SiS 1 h -7? m ° rC wid f Iy SDace d ^ the equator Xn at 
poles, with the central meridian as one half the length 

other meridians ellipses equally 



the 

of the equator, and with all 
spaced 

1m °i* Iy or , moI - Ue V maI e. 1»\ n, pi mollies ffr. Molly Motile 
nickname for Mary\ 1 slang : 2 M oll 2 slang j mollycS p 

Tm^emu^ 6 VV Pl mOUiea Cby ^eni^anYXr J 
3 molly var of mali 
*molly var of mollie 

i mollycoddle \*-*.-\ n y molly + coddle) 1 : a pamoered 
darling : a spineless weakling (his mother might urn hiTTSto 
a ^Aldous Huxley) (catch those getting away tiom^ti 

f^^ XW ~ Everybody \ M ^ : an%ffemina?e rmVn 

(the men were and the women were sexually unem- 
ployed —Francis Hackett) 2 : GOOdy-ooody ^these T are the 
-iSSlSo 3 ~ " 8 scntin,entalis «. of a veirat w1d£j 
^mollycoddle \"\ vt 
and cater 



to treat with fond indulgence : protect 



nole drainage or mole dralnlns 

SSZTl* £™ in A off wat^lrSm 1 ^ 



nole fraction n 1 7mAvT . .£ 7 tarmiand by mole drains 
one comr^rSnr ^r^A.V h « ratl ° °! ""^ber of moles of 



n i an act, instance, or 
armland by mole drains 



numb^ofmn'li. 0 ' 3 ^"Mon or other 



mixture to the total 



2m?h Lte^iie^y i mole working ct 



1 : a little ridge of 

called also mofecas? \ '.""' c . w ? rK » ng cl °" to thc surface — 

<ma£e tf a fl n(ou 2 nt*a?n n ouV oYa^ ° f 
rtSi? mou ? e n : sokhor ' 

SSI SoW^H 016 ^ " = CAPE * SPURGE 

nSfiffft-^ " ^ mo / e] : a subsoil P Iow having 
or S^il L ^^l d l ^* 00,h of wh j ch » drawn a rounS 
lole rat » - anJ 5f i, lh - al ODen . S an ""derground channel 
habit or appeaTanl T U « r .°^ tS rcse ^ lin 8 true moles in 
Tamilv SnXiH,. *\? s a : «>khor h : a member of the 
memte? of tK? , °(, th « eastern Mediterranean region c : a 
Rej!us hc fami i y Balhyersidae and esp. of the Africa £ 

ttnul fc£iia* US d : 8 mem£er of E?st Indian muriS 

lOleS nl r,f 



gangster's girl friend — called also gun moll (frequented b? 
SajiRStcrs and their ~i — W.S.Maugham) V 
mollan var oj mullah 
moll-buzzer V-,».\ n [tmotl\ slang 

victims are women 
mo.Ue \ 4 mO(,)ya\ n 

tree 1 
mollemock 
mol 




a pickpocket whose 
S [AmerSp, fr. Quechua mulli) 
var oj mallemuck 



mol 
mol 

women's work, 
concerned wi 



k short for eotqueanl dial £>i'g":"one"undSS 
l i , -„ 0 i , ™ ee P in .8i eSD : 8 man who takes an 



pepper 




^S?l 1 i: Cr,l « 11 Vmaii krOsh, -r M h\ vt [perh. fr. E dial, mi*//, 
powdery (fr. E •mull + -y) + R crushYdial Eng I to beat tb 
jelly : crush, pulverize 
'mollie var oj MOLLY 

^So. 1 }^^? m0l * ly \' mal «\ Pl mollies [by shortening] 

I-rancpis N Molhen fl850 Fr. statesman] 1 cap X a genus of 
origntly colored topminnows of the family Poeciliidae highly 
valued as aquarium fishes — see sailfin 2 -s : any fish ofthe 
genus Molltenisia 

mol-lier diagram . \'mdl(jva-\ or mollier chart n. usu cap M 
[arter Richard Mollier |I935 Ger. mechanical engineer] : a 
diagram showing thermodynamic properties of a substance 
wan various quantities (as temperature and pressure) con- 

.. s! . a . n . 1 esp. in terms of entropy and enthalov as cor»rrfmj»t^ 



mollymawK var oj mallemuck 
mol. man \*maiman\ n, pi molmen [ME, fr. mol- 




OE miit 
class 
serv- 



mo 

Gk, fr. Heb Mdlekhi 1 -s 
usucap : a tyrannical power 
to be propitiated by human 
subservience or sacrifice 
(duty has become the Mo- 
loch of modern life — Nor- 
man Douglas) (began . . . 
to suspend members of his 
staff as a human sacrifice 
to propitiate thc Moloch of 
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POWER OF ATTORNEY 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

ppttcafkm oft Ish -Hocowicz etaL Coufirmsiion Nou 8177 

Serial Na: 09/783.931 Ait Unit 1646 

Piled: ftbroary 15, 2001 Examiner Qaire M. Kaufman 

ton ANTIBODIES TO VERTEBRATE DELTA Attorney Docket Na: 7326-122 

PROTEINS AND FRAGMENTS 



REVOCATION AND POWER OF ATTOKNE1 

Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

Srn 

Imperii] Cancer Research Technology, Led. (assignee) hereby revokes any and all previous 
power* and appoint*: 

18 PracutJoner* at Customer Number 20583 

as his/henlts/theit' attomey<s)~or 'a^fentOO to prosecute the application Identified above, and to 
transact aJl billing in the United Slates Jftieut and T ia tta in uk Office connected therewith. 



Please direct all correspondence address for the above-identified application tor 
The above mentioned Customer Number. 

1 

IS Finn or Individual Name: 

Address: Jongs Pay, %U EgSt 4,1 fft Sffitf. NCT Xfffc Nfig Ygjfc U» 12 
Telephone: (212) 901-9028 

Statement Under 37 CF-H 3.73(b) 

Imperial Cancer Research Technology v Ltd. states that it is: 

B the co-assignee with Yale University, and that Imperial Cancer Research Technology, 
Ltd. and Vale University together own the entire right, title, and interest; or 
□ an assignee of less than the entire right, title and interest. 

The extent (by, percentage) of its ownership interest is % 



io the patent applkarJon/patent identified above by virtue 

An assignment from inventors David Ish-Hbrowicz, Domingo* M_P. Henrique and 
Julian Hart Lewis to Imperial Cancer Research Technology, Ltd. of die patent 
application/intent identified above. The assignment was r ecorded in the United 
States Patent and Trademark Office on June 8, 1998 at Reel 9250, Frame 0339. 



OR 



Q A chain of tide from the inventor(s). of the patent application/patent identified above, 
to the current assignee as shown below: 

- 1 - 

MYJD: 15)9614.1 



UO/W u« 10 : oo fill -r«* uog ow<x uav 



L From! To: 

The document wis recanted in the United Stated Patent and Trademark Office on 
at Reel , Frame . or fix which a copy thereof is attached. 

2. From; To: 

The document was recorded in the United Smes Patent and Trademark Office on 
at Reel .Frame , or for which m copy thereof h attached. 

3. From: To: 

The document wss recorded in the United States Parent and Trademark Office on 
at Reel „ Ffrme » or for which a copy thereof is attached. 

□ Additional documeaia in the chain of title are listed on a supplemental sheet 

PI Cflfrid Of anaigrm^f 1 ^ ffl* ******* In ^ r^nin "f fob* ««■ atrarhftrt. 

[Note A aeparw cow (U^ the origind 

original document) must be submitted to Assignment Division in accordance with 37 
CFR Part 3, if the assignment is to be recorded hi the records of the USPTO, See 
MPEP3Q2JQffiJ 

The undersigned (whose title is supplied below) is authorized to act on behalf of the assignee* 
ASSIGNEE: Imperial Cancer Research Technology, Ltd. 

Signature: $Lt*&l <tuMp%A 

Typed Name: CAX&CA t&MrMG 
PosinoD/nde: IP M&n&QC ~ 'cKT 

Note: Signatures of all the inventor* or usignees of record of the entire interest or their representative^) are 
required- Submit multiple forms if more (ban one signature is required. 

Total of 2 forms are submitted. 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Application of: Iah-Horowicz et aL 



Confirmation No.: 8177 



Application No.: 09/783,931 
Filed: February 15. 2001 

For ANTIBODIES TO VERTEBRATE 
DELTA PROTEINS AND 
FRAGMENTS 



Group Ait Unit: 1646 
Examiner Claire M. Kaufman 
Attorney Docket No.: 7326-122 



rreOLARATION OF DRS DOMINGOS M P HENRIQUE, 
nn .ian H I JWIS nAvm ISH-HOROWICZ, SPYKEDON ARTAyAfflS-TSAKQNAS, 

ANTl fiR APR K. GRAY UNDER 37 CF.R, 1,132 



Mail Stop Amendment 
Commissioner for Pi 
P.O. Box 1450 

Alexandria* Virginia 22313-1430 



We. DOMINGOS M P. HENRIQUE, JULIAN HL LEWIS, DAVID ISH- 
HOROW1CZ, SPYRIDON ARTAVANB-TSAKONAS, and GRACE E. GRAY hereby state 

and declare as follows: 

1 . Domingos M,P. Henrique Is a citizen of Portugal residing at Av Prof Egas 
Moniz, 1649-028 Usboa, Portugal- J ulian R Lewis is a citizen of the United Kingdom 
residing at 60 Sandfietd Road, Headington, Oxford OX3 7RJ, United Kingdom. David Ish- 
Hbrowicz is a citizen of the United Kingdom residing at 2 Lower Fisher Row, Oxford, OX1 
1 J Y, United Kingdom. Spytidon Artavanls-Tsakonas is a citizen of the United States of 
America residing at 167 Willard Road* Brooldine, Massachusetts 02443. Grace £. Gray is a 
citizen of toe United States of America residing at 6305 Stoneham Road, Bethesda, Maryland 



20817. 



, NYJD: 1339401.1 



200 ft 



XVd Tfi:ST tQOZ 60/60 



We are the inventors of the 



described rod claimed in the above- 



identified patent application. 

3, Drs. Domingo* M.P. Henrique, Julian H. Lewis and David Ish-Horowicz are 
co-authors of the publication entitled "Expression of a Delta homologue in prospective 
neurons in the duck" (hereinafter "Henrique et aL"% Nature, 1995, 375:787-790, 

4. The contributions of the other oo-autlK»sofHetiriqueeT^ # Julie Adam, Aim 
Myat and Ajay Chitnis to the work described in Henrique et aL were as follows: Julie Adam 
performed the preparation of chick embryos fear the expression studies and participated in the 
confbeal analysis of btomodeoxyuridine-labeled embryos. Anna Myal performed the 
preparation of chick embryos for the expression studies and ass^ 

the original PCR amplification product from the chick Delta gene cloned by Dr. Domingos 
M.P. Henrique. Ajay Chitnis performed the isolation of the full-length cDNA of Xenepus 
Delta using a fragment of the gene cloned by Dr. Domingos MJ». Henrique and determined 
the sequence of the fuU-lengmX«i«pw Delta cDNA. These individual* worked under the 
direction of Drs. Domingos MJ>. Henrique, Julian H- Lewis and/or David Iah-Horcrwicz and. 
while co-authors of Henrique et a/„ are not co-inventors of the subject matter that is 
described and claimed in the above- Identified patent application. 

5, We declare further mat all statements made in this Declaration of our own 
knowledge are true and that all statement* made mfom are believed to be 

true and further that these statements are inade with me knowledge that willful false 
statement! and the like so made are punishable by fine or imprisonment, or both, und* 
Section 1 00 1 of Title 1 8 of the United States Code and that such willful false statementB may 
the validity of the application or any patent issuing thereon. 
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DATE JULIAN a LEWIS 



5^ — " DAVID BH-HOROWKZ 



^TE ~ SPYRIDON ARTAVANIS-TS AKONAS 



DAXE GRACE E. GRAY 



^ NY JO: 1539401J 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Application ofi Ish4Jcrowka«f at 



8177 



ApptiotkmNd: 09/783,931 
Filed: February IS. 2001 



Groop Alt Unit: 1646 
Examines. Claire M. Kaufman 



ANT 

DELTA PROTEINS AND 
FRAGMENTS 



TO VERTEBRATE Attorney Docket Nc^: 7326-122 



JUUAN H. LEWIS. DAVID ISH-HORPWICZL SPY1UDQN ART A V ANB-TS AKONAS . 



Mail Stop A m e ndme nt 
Commissioner for Patente 
P.O. Bool 1430 

Alexandria Virginia 22313-1450 



We, DOMINQOS MP. HENRIQUE, JUUAN HL LEWIS, DAVID ISH- 
HOROW1CZ. SPVRIDON ARTAVANIS-TSAKONAS. end ORACE E. GRAY hereby sues 
and declare as follows: 

1, Domingo* MJ*. Henrique ia a c itize n of Portugal residing at Av Prof Egas 
Monix, 1649-028 Lisbon, Portugal- Julian R Lewis is a citizen of the United Kingdom 
residing at 60 Sendftekl Road. Hcadington, Oxford OX3 7RJ V United Kingdom. David hh- 
Horowicz ia a citizen of the United Kingdom residing at 2 Lower Fisher Row. Oxford. OX1 
1JY, United Kingdom. Spyridon Aruvanis-Ttakona* is a citizen of the United States of 
America oeaiding at 167 WOlard Road, Brooklme, Massachusetts 02445. Grace E. dray is a 
chiaen of the Uniied State* of An^ 
20817. 
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2. we are the biventoi* of th* subject ma^ 

identified patent application, 

3. Do. Domingos Ml 1 . Henrique, Julian a Lewis and David bh-Horowicz are 

co-auibcnaf thcpubta 

neurons to the chick - (hereinafter "Henrinue etaLL Nature, 1995, 373:787-790. 

4. Tlieoanlribatiaiataftbeote 

MyMnid AjayChimkcotfaewockdea^ Julie Adam 

confocal analysis of bYomodeoayuridn^labeled embryo*. Anna Myat performed the 
preptratfwi chfcfc embryo for the expression studies and assisted with the seque n c m g of 
the original VCR amplification product from the chick Delta gene cloned by Dr. Domingos 
MJ>. Henrique, Ajay Chltais p ci fuuu ed the wrtation of the 601-leogfli cDKA of Xenapu* 
Delta using a fragment of the gene cloned by Dr. Domingo* MP. Henrique and determined 
the wrqi>fW* of the full-length Xenopu* Delta cDNA. These individiiali worked under the 
direction of Dm. Domingo* MJP. Henrique. Julian H. Lewis and/or David Ish~Hon>wiC£ and, 
while co-authors of Henrinue et ol, are not co-inventon of the subject matter that is 
Ay^riK^ and claimed in the above- Identified patent application. 

5. We declare further that all statements made in this Declaration of oar own 
knowledge are arc and that aDsta ^ 

true and further that these statement are made wtt 

« tt»m— itq find tfi*» MWw «*» n«A mwm pfff f m }*mh*m Ky fin* twr iiwprfonnitttm^ t* hnih. imd*r 

Section 1001 of Title 18 of the United States Code and that such willful false tfafffmrnts may 
jcopjnflzclhevalklnyc^ 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Application aft IshrHarovncz^taL 



No.: 8177 



Application No.: 09/783.931 
Filed: February 15, 2001 



Group Art Unit: 1646 
Examiner Claire M. Kaufman 



For ANTIBODIES TO VERTEBRATE Attorney Docket No.: 7326-122 
DELTA PROTEINS AND 
FRAGMENTS 

nwm Att ATlTtW OP DRS. DOMINGOS M.P. HENRIQUE. 
JULIAN H. LEW IS. DAVID ISH-HOROWKZ. SPYRIDON ARTAVANB-TSAKONAS. 

AND GRACE E. GRAY UNDER 37 C.FJL 1.132 



Mail Stop Amendment 
Omunissioner for Patents 
P.O. Box 1450 

Alexandria. Virginia 22313-1450 



We. DOMINGOS M.P. HENRIQUE, JULIAN H. LEWIS. DAVID ISH- 
HOROWICZ. SPYRIDON ARTAVANB-TSAKONAS, and GRACE E. GRAY hereby state 
and declare as follows: 

1. Domingo* MJP. Henrique is a citizen of Portugal residing at Av Prof Egas 
Moniz, 1649-028 lisboa, Portugal. Julian H. Lewis is a citizen of the United Kingdom 



residing at 60 SandfieM Road, HradingWm, Oxford OX3 7RJ. United Kingdom. David Ish- 
Horowicz is a citizen of the United Kingdom residing at 2 Lower Fisher Row. Oxford, OX1 
1JY, United Kingdom. Spyridon Artavanis-Tsakonas is a citizen of the United States of 
America residing at 167 Willard Road. Brookline, Massachusetts 02445. Grace E. Gray is a 
citizen of the United States of America residing at 6505 Stoneham Road, Bethesda, Maryland 
20817. 
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2. We are the inventors of the subject matter described and claimed in the above- 
kfcntified patent application. 

3. Do. Domingos MP. Henrique, Julian H. Lewis and David Ish-Horowicz arc 
co-authors of the publicatkm entitled 

neurons in the chide* 9 (hereinafter "Henrique etaL*)* Nature, 1995, 375:787-790. 

4. The contributions of the other co-autlwsof Henrique ^ol # Julie Adam, Anna 
Myat and Ajay Chitnis to the work described in Henrique ctaL wot as follows: Julie Adam 
performed the preparation of chick embryos for the expression studies and participated in the 
confocal analysis of btomodeoxyuridinc-labeled embryos. Anna Myat performed the 
prcpanu ton of chick embryos for the expression studies and assisted with the sequencing of 
the original FCR amplification product from the chkit Delta gene cloned by Dr. Domingos 
MP. Henrique. Ajay Ghitnis performed the isolation of the full-length cDNA of Xenopus 
Delta using a fragment of the gene cloned by Dr. Domingos MP. Henrique and determined 
the sequence of the full-length Xenopus Delta cDNA. These individuals worked under the 
direction of Dre. Domingos MP. Henrique, Julian H. Lewis and/or David Ish-Horowicz and, 
while co-authois of Henrique etaL.m not co-inventors of the subject matter that is 
described and claimed in the above-identified patent application. 

5. We declare further that all statements made in this Declaration of our own 
knowledge are true and that all statements made on information and belief are believed to be 
true and further that these statements are made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 1 8 of the United States Code and that such willful false statements may 
jeopardize the validity of the application or any patent issuing thereon. 
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We. DOMINGOS KLP- HENRIQUE. JULIAN H. LEWIS, DAVID ISH- 
HOROWKZ. SPYRIDON ARTAVANIS-TSAKONAS. and GRACE E GRAY hereby stale 
and declare as follows: 

1. Dwjnngro MP- Henrique is a citizen of Portugal residing at Av Prof Egas 
Moniz. 1649-028 Lisbon. Portugal Julian H. Lewis is a citizen of the United Kingdom 
reaidtag at 60 Sandfly Road, Headington, Oxford OX3 7RJ, United Kingdom. David Ish- 
Horowkz is a dozen of the United Kingdom residing at 2 Lower Fisher Row, Oxford, OX1 
lfY, United Kingdom. Spyridon Ait*vianVTsakaiv» is a citizen of th» United States of 
America residing at 167 Willard Road, BrockUne. Mamarhiwrtts 02445. Grace E. Gray is a 
citizen of the United States of America residing at 6505 Sa»ebamRoB& 
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2. We ate tbeiove^on erf the subject mttted^ 

identified paten* application 

3. to. Domfaigas MJP. Henric^ 

co-aitan of the public^ 

Demons in the chick" (betdoafker "Henrique ttaLI Nature, 1995, 373:787-790. 

4. Tbecotfibutioaftorte 
Myat»rfAjayCaiitatal©tbew©*kde«tt^ Julk Adam 
perfumed preparation of chick ci^^ 

confocdaadysfeofbK^^ AoBaMy^ p egfcrmcdihe 
preparation of chick embryos far the expraato studies and 

the original PCR amplification product ton the chick Delta gene ckwd by Dr. Domingoa 
MP. Henrique. AW Chiutf* performed the isototioii of tte fuD-teigtocDNA erf Xenopus 
Deta retag a fragmeai of the 8^ 

die sequence of ft\eftoll-lengthX«fl^Detad>^ Tltese indWiduais worked under the 
direction of Drs. Domingo* MJ»* Henrique, Julian H. Lewis and/or David Ish-Horowicz and, 
white co-authors of Henrique er <2l » are not oo-inventors of the subject nutter thai is 
described and daimed in die abovc-ktenrified patent application. 

3« We dedans farther Qua all statements made in this Ded an Uk m of our own 
knowled^ are true and u^aDstateme^ 

true and further that these statements are made wife Imowledge u^ 

statements and the like so made are punishable by fine or imprisonment, or both, under 

Section 1 00 1 of Tide 1 8 of the United States Code and that such willful fobe statement* may 




iimring timet hi. 



DATE 



DOMINQOS NLP. HENRIQUE 



-2r 



MYJOtUJMOLl 



•t»89/ 01/ 2084 19:38 3015641386 GRACE GRAY 

M Sep 04 13:19 212-79S-730C TO: firaca Cray 



PAGE 84/84 

Pg 004 



DATE JULIAN HL LEWIS 



DATE DAVID ISH-HOROWTCZ 



DATE SFYRIDON ARTAVANB-TSAKONAS 




This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 



El LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE^) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 



□ GRAY SCALE DOCUMENTS 




